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Results: Acute DVT occurred in 7.3%, and chronic DVT occurred in
9.7% of patients studied (24.0% inpatients, 60.9% female; mean age, 56.3
years [range, 4-91 years, 1.1% aged 16 years]). History of previous DVT
(74.0%) and smoking (38.0%) were the most common risk factors in patients
with DVT. Iliac DVT was identified in 9.6% of acute DVT and in 5.7% of
chronic DVT. Common femoral DVT was identified in 30.8% of acute DVT
and in 22.9% of chronic DVT. CDL was used in 14.3% and thrombectomy
in 4.8% of acute iliac/common femoral DVT and was never used with distal
DVT.Warfarin anticoagulation with or without heparin/enoxaparin overlap
was the most common treatment for acute (58.5%) and chronic (48.6%)
iliac/common femoral DVT. In 2008 the referral base of the IU laboratory
increased significantly. Acute DVT occurred significantly less often during
the 1-year period of 2008 (5.3%) than in the 10-year period 1998 to 2007
(7.6%), but iliac/common femoral DVT as a component of acute DVT did
not differ significantly (40.0% in 2008, 41.9% in 1998-2007).
Conclusions: Iliac/common femoral DVT affects almost half of pa-
tients with acute DVT. Current recommendations of acute thrombus re-
moval for the treatment of iliofemoral DVT is under-utilized, suggesting
that perhaps greater education of clinicians and patients regarding invasive
therapy for iliofemoral DVT is necessary.
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Background: Chronic venous disorders (CVD) are among the most
common diseases in Germany. In the Bonn Vein Study I (BVS I), conducted
in 2000, 3072 participants (1350 men, 1722 women) of the general
population of the city of Bonn and two rural townships, aged 18 to 79 years,
took part. Participants were selected by simple random sampling from the
registries of residents. In this follow-up study 6.6 years later, the same
population was investigated again to identify the incidence of newly devel-
oped CVD and of progression of pre-existing CVD.
Methods: From May 2007 to September 2008, we contacted all BSV
I participants and invited them for a reinvestigation. The participants an-
swered a standardized questionnaire and were examined by clinical means
and by duplex ultrasound imaging in the same way as in BVS I.
Results: The response at follow-up after 6.6 years was 84.6%. We
reinvestigated 1978 participants. The prevalence for varicose veins rose from
22.7% to 25.1% and for chronic venous insufficiency (CVI) from 14.5% to
16%. The incidence for new varicose veins was 13.7% and for newCVI 13.0%
per 6.6 years, increasing with age. Participants with CEAP class C2 as a
maximum at BVS I increased to higher C classes in 19.8% (nonsaphenous
varicose veins) and in 31.8% (saphenous varicose veins).
Conclusions: These results show a high incidence of about 2% for
varicose veins and for CVI per year. During the same time, the incidence of
progression to higher C classes seems to be very high.
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Background: Decreased venous tone and vein wall dilation secondary
to venous hypertension may contribute to varicose vein formation. We have
shown that prolonged increases in vein wall tension are associated with
overexpression of matrix metalloproteinases (MMPs) and increased venous
relaxation. Expression of hypoxia-inducible factors (HIFs) also increases
with mechanical stretch. This study assessed whether upregulation of HIF is
an intermediary mechanism linking the prolonged increases in vein wall
tension to the changes in venous contraction and MMP expression.
Methods: Circular segments of inferior vena cava (IVC) from male
Sprague-Dawley rats were suspended between two wires in a tissue bath.
IVC segments were subjected to control 0.5g basal tension for 1 hour. After
eliciting a control contraction to KCl (96mM) and phenylephrine (PHE,
10-5M), the veins were exposed to prolonged 18 hours of basal tension at
0.5g, 2g, 2g plus HIF inhibitor (U-0126 10-5M, 17-DMAG 10-5M, echi-
nomycin 10-6M), or 2g plus dimethyloxallyl glycine (10-4M), a prolyl-
hydroxylase inhibitor that stabilizes HIF. The fold-change in contraction to
KCl or PHE after prolonged tension for 18 hours was compared with the
corresponding initial contraction at 0.5g tension for 1 hour. Vein homoge-
nates were analyzed for HIF-1, HIF-2, MMP-2, and MMP-9 expression
using real-time reverse transcription polymerase chain reaction.
Results: Compared with control IVC contraction at 0.5g tension for 1
hour, the contraction to KCl and PHE at prolonged 0.5g tension for 18
hours was 1.1 0.06 and 2.0 0.35, respectively. KCl- and PHE-induced
contraction at prolonged 2g tension was significantly reduced (0.72 0.05
and 0.87  0.13, respectively). KCl-induced contraction was restored in
IVC exposed to prolonged 2g tension plus the HIF inhibitor U0126
(1.14 0.05) or echinomycin (1.11 0.15). U0126 and echinomycin also
restored PHE-induced IVC contraction after prolonged 2g tension (1.38
0.15 and 1.99  0.40, respectively). Stabilization of HIF using DMOG
further reduced KCl and PHE-induced contraction in veins under pro-
longed 2g tension (0.57 0.01 and 0.47 0.06, respectively), implicating
HIF in the reduced contraction associated with prolonged stretch. HIF-1
and HIF-2 messenger RNA expression was increased in IVC segments
under prolonged 2g tension, and reversed in IVC treated with U0126,
17-DMAG, or echinomycin. The overexpression of HIF was associated with
increased MMP-2 and MMP-9 mRNA expression.
Conclusions: Prolonged increases in vein wall tension are associated
with overexpression of HIF-1 andHIF-2 in rat IVC. The upregulation of
HIF is associated with increased MMP-2 and MMP-9 expression and
reduced venous contraction. The data suggest that the increased vein wall
tension secondary to venous hypertension may induce HIF overexpression
and cause an increase in MMPs expression and reduction of venous contrac-
tion, leading to progressive venous dilation and varicose vein formation.
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Background: Saponosides such as horse chestnut seed extract (escin)
exhibit venotonic properties that have been used in the treatment of varicose
veins. Escin is known to form pores in the cell membrane, but the cellular
mechanisms underlying its venotonic properties and long-term effects on
venous function are unclear. Because Ca2 is a major regulator of venous
smooth muscle function, we tested the hypothesis that escin promotes
Ca2-dependent mechanisms of venous contraction.
Methods: Circular segments of inferior vena cava (IVC) were isolated
frommale Sprague-Dawley rats and suspended between two wires in a tissue
bath filled with Krebs solution for measurement of isometric contraction.
After control contraction to 96mM KCl, the effect of increasing concentra-
tions of escin (10-10 to 10-4M) on venous contraction wasmeasured. To test
for Ca2-independent effects, the response to increasing concentrations of
escin was measured in Ca2-free (2mM ethyleneglycotetraacetic acid)
Krebs. To test for Ca2-dependent effects, IVC segments pretreated with
escin (10-4 M) were incubated in 0 Ca2 Krebs for 5 minutes, then
increasing extracellular CaCl2 concentrations (0.1, 0.3, 0.6, 1, 2.5mM)were
added and the [Ca2]e-contraction relationship was constructed. Contrac-
tion data were presented as mg/mg tissue (means  standard error of the
mean).
Results: In IVC, the -adrenergic agonist phenylephrine (PHE, 10-5
M) and membrane depolarization by 96mMKCl caused significant contrac-
tion (175.4  21.1 and 216.5  24.2, respectively). In normal Krebs
(2.5mM Ca2), escin caused concentration-dependent contraction, reach-
ing a maximum of 115.7  15.3 at 10-4 M. The escin-induced contraction
was reversible. After being washed three times with Krebs, the veins returned
to a relaxed state, suggesting that the escin-induced contraction is not a rigor
state. In Ca2-free Krebs, there was essentially no contraction in response to
increasing concentrations of escin (1.9  1.9 at 10-4M), supporting that
escin-induced contraction is not solely due to its pore-forming properties,
potential loss of intracellular adenosine triphosphate, and consequent con-
tractile rigor. In escin-treated veins incubated in 0 Ca2 Krebs, stepwise
addition of extracellular CaCl2 caused corresponding increases in contrac-
tion that reached a maximum of 76.9  15.3 at 2.5mM CaCl2. In IVC
segments pretreated with escin (10-4M) for 2 hours, PHE caused a small
contraction (5.8  3.6, P  .001), and KCl-induced contraction was
significantly reduced (82.3  14.8, P  .026).
Conclusions: In rat IVC, escin induces extracellular Ca2-dependent
contraction that could translate into measurable venotonic effects. How-
ever, escin also disrupts -adrenergic receptor-mediated pathways and de-
polarization-induced Ca2 entry-dependent vein contraction. Thus the
initial venotonic benefits of escin may be offset by long-term disruption of
venous smooth muscle response to vasoactive stimuli and thereby limit its
long-term therapeutic benefit in varicose veins.
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Background: The natural history of venous reflux in patients with
chronic venous disease (CVD) remains unclear. This study assessed the
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